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July 2,2004 

Division of Dockets Management (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockvilla, MD 20852 

Re: Docket No. 2003D-0571, CDER 200389. Drug Substance: Chemistry, 
Manufacturing, and Controls Information 

Abbott Laboratories (Abbott) is pleased to have the opportunity to comment on the Draft 
Guidance for Drug Substance: Chemistry, Manufacturing, and Controls Information 
published in the Federal Register on January 7th, 2004. 

We commend the Agency on their efforts to maintain drug safety and efficacy throughout 
the course of a drug’s life. However, Abbott believes that dialogue with stakeholders and 
the practicality of implementing certain requirements described in the draft guidance 
should be taken into consideration before the draft guidance is finalized, so as to achieve 
the best results for an effective approach to serve the public health. 

Abbott endorses the Pharmaceutical Research and Manufacturers of America’s (PhRMA) 
response to the Agency on this draft guidance, and thanks the Agency for their 
consideration of our attached comments. Should you have any questions, please contact 
Richard Poska at (847) 938-5901 or by FAX at (847) 938-3346. 

Richard Poska, R.Ph. 
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Comments on the 
Draft Guidance to Industry for 

Drug Substance: 
Chemistry, Manufacturing, and Controls Information 

Docket No. 2003D-0571 

The following comments on the Draft Guidance for Drug Substance: Chemistry, 
Manufacturing, and Controls Information are provided on behalf of Abbott Laboratories. 

GENERAL COMMENTS 

Abbott shares the FDA’s objective to ensure continued drug quality by providing prudent 
information on drug substance, in the format outlined by the ICH Common Technical 
Document format. However, Abbott is concerned that the proposed reporting 
requirements are more complex and time consuming, without appearing to improve drug 
substance quality. Major areas of concern for Abbott include the determination of 
starting materials, the identification of critical vs. non-critical parameters, and the 
definition for terms contained in the glossary. These proposed approaches for drug 
substance information appear to contradict other FDA “science-based” and “risk-based” 
approaches to regulatory compliance. 

Starting material criteria are particularly concerning, since Abbott does not necessarily 
believe the criteria proposed achieve the objective of ensuring the quality of the drug 
substance on an on-going basis. However, it is Abbott’s belief that specifications and 
methods for starting materials can be developed that are sufficiently robust to insure that 
changes made in the vendor process will have little or no impact on the final quality of 
the drug substance. The flexibility to allow improved manufacturability does not directly 
correlate with decrease in quality of the drug substance. It is also Abbott’s suggestion 
that Attachment 1 be completely revised since, as currently written, it does not appear to 
represent the application of effective risk- or science-based principles. 

Throughout the draft guidance, the concepts for non-critical and critical parameters are 
not clearly defined. Abbott recommends that process control information be limited to 
those process controls identified as critical. Submission of non critical process controls, 
adds no value to the submission and provides little advantage to the reviewer. Similarly, 
Abbott recommends the submission of detailed information in other areas (e.g. type of 
equipment, quantities of solvents, reagents and auxiliary materials) be limited to critical 
information, which assures the drug substance meets its specification. Abbott supports a 
joint FDA/Industry workshop to explore the concepts of critical and non-critical. 
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Abbott appreciates the Agency’s inclusion of a glossary into the drug substance guidance, 
However, some terms in the glossary, e.g. critical and post-synthesis materials, need to be 
better developed, so they do not leave any room for interpretation. Also, there are some 
terms, e.g. reprocessing, rework, recycling, regeneration, and salvage, which the Agency 
does not address in the glossary; Abbott feels it would be very beneficial to have a 
common understanding and approach to these terms. 

SPECIFIC COMMENTS 

Please refer to the attached matrix for specific comments 
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Abbott Comments on: 
Draft FDA Guidance “Drug Substance - CMC Information” 

(Docket No. 2003D-0571) 
December 2003 

are all that should be required in section 2.2 

erial to first is0 

Detailed information on the characterizatio 

ocatlon where the 

e application is accepted for submission the FDA, or FDA should be 
notified when a facility will be ready for inspection.” 

form allow specifjkg of inspection -ready dates 
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Rationale 

related information. 

reviewer an overall view of the processing to be conducted and the chemistry. 
Other information is better reserved for the narrative description where the 
applicant can provide the necessary detail regarding critical operations, critical 
control parameters and the manner in which they are monitored and controlled in 

numeric ranges, limits, or acceptance criteria. 
onal sections as for ex 

control of material quality the submission but would increase the size of the document and add burden to 
industry and reviewers. Additionally most changes to equipment occur post 
approval are not reportable thus detailing them in the original submission does 

o control quality shoul 
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Rationale 

Recovered solvents/reagents are pun 
specifications as for new materials as described in Section S.2.3, Control of 
Materials. Therefore, distinguishing the place where these materials are used is 

owmg revision: 

PI. Typical yields are provided for information only, and are not parameters. If yields are requested for informational purposes, it should be clear 
ered registered parameters; explained deviations from the typical that deviations from the yield generally need not be considered a regulatory 

A risk analysis should be provided that if bovine-derived materials from . Potential cross-contamination is better controlled through GMP and should 
bovine spongiform encephalophy @SE) countries...are used or be a submission requirement 
manipulated in the same facility 

e of such materials in the same facility depends on various factors (as part of 
e risk analysis) like the source and kind of material, facility design, equipment, 

val/inactivation steps, cleaning, cleaning validation data, etc. 

critical operating parameters, environmental conditions, and process 
that ensure each critical manufacturing step is properly controlled 
Id be specifically identified either in the flow diagram or the 

escription of the manufacturing process in this section of the application 
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Line 
Number 

541 

5771605 

622 

628-637 

647 

687 

697 

698 

712 

Rationale 

The terms “reprocessing”, “rework”, “recycling”, “regeneration” an e consWent wi 

established process, such as dissolving it in the original solvent, or 
filtration to eliminate unwanted solid materials, are allowed. Included 
should be salt making and breaking in order to reintroduce the material 
back into the process. 

included in the description of the manufacturing process. The use of appropriate. Recover 
recovered solvents that meet the specifications described in Section S.2.3 same specifications as for new materials as described in S.2.3. Therefore 
need not be described in Section S.2.2. Solvents recovered from other distinguishing the place where these materials are used in unnecessary. 
sources (or processes) should be specified in S.2.3. Include definitions for 
recycled and recovered solvents in the glossary. 

ional efficiency but are not always critic 
r regeneration operations should be provided. 

of defmed molecular structure that contibute a major sttuctura 

proposed starting material synthesis should be required only as necessary to 
defend the starting material specifications and analytical methods. 

. 
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testing done on intermediates, etc if it is not required for APIs 

Additional information should be provided in this section under the 
following circumstances. 

“All” experimental data is too broad a requirement. The sponser should 
determine how much data is required to support the justification. 
Strike environmental controls from the glossary. 
The till data to support the process controls is available for review during the 
preapproval inspection. 

Add: Justification may be based upon scientific judgment, historical data Section 4.4 requires that data from all lots of API (tax, phase I clinical etc). Due 
or laboratory scale data should be provided. Summarized information to changes in the process it is likely that process control information from those 
should be provided. batches will not be relevant to the justification of the commercial process. 
A justification summary should be provided. Justifications may be based 
upon . . ..laboratory. pilot plant or manufacturing scale data... 

the drug substance test, ceptance criteria for the in-process test 
should be demonstrated 
meet its acceptance criterion. 

839-864 

877 

959 

1021-1022 

is to focus on specific/total impurities. 
on for an intermediate should usually include testing for 

Delete sections on photosynthesis materials and unfinished drug substance Rewording in the beginning of section S.2.4 now incorporates these materials 

Footnote 15 The appropriate parts of all manufacturing processes should It is currently not required to validate all parts of manufacturing processes. 
be validated as defined in ICHQ7A. However, in most cases, the validation 
information is reviewed during facility audits. 

V Remove the phrase “particle size analysis” Particle size is not an inherent property of the drug substance. Particle size 
analysis is more appropriately addressed, when necessary, as part of the drug 
substance iustification of specifications 

V Impurities that were once present in the clinical drug substance but that The discussion should be limited to those that a relevant to the discussion of 
havebecn.... 

. 
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1’ 

2 

I 

1: 

1: 

11 

information about each. For 
reference to the appropriate 

requirement, only when appropri 

Add Footnote: This is an example specification and is not intended to 
Comparable to footnote in Table 2 

(1) with the batch data as space permits or (2) in a separate table with only 
the batch identity being included with the batch data. 

justification of drug substance specification 
process is developed. Tests may be added or deleted and it may not be appropriatf 
or necessary to collect a11 data on every lot 

mrssion It IS 0 
case that little manufacturing experience is available. 
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rimary packaging component and its specification, where appropriate sufficient to simply state the material of composition for most container closure 
. when a unique or non-standard material as used in the container systems, unless a unique system is required. 

Human Drugs and Biologics (May 1999) 
riate. A reference to the 

tty comnutment should be provided 

m drug substance stress testing should be provided in this 

derived materials should be provided, as appropriate. Current 
ts include certification that bovine-derived materials are not 
m BSE countries as defined by the U>S> Department of 

ere should be kept general and cross-reference up-to-date and specific 
uirements provided elsewhere 

which also offers the opportunity to incorporate the principle of risk-base analys 
into the definition. A process variable (parameter) is critical only if it is known t 

the API are controlled. Additionally the sensitivity of the API quality to 
the parameter and level of process control of the parameter are 

as non-is0 
intermediate definition e before it becomes the drug substance” it most certainly is a non-isolated 
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